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Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville. MD 20852 

Re: Docket No. 20030-0571; Draft Guidance for industry on Drug Substance Chemistry, 
Manufacturing and Control Information; 69 Federal Register 929 (Jan 7, 2004) 

Dear Sir/Madam: 

The following comments on the above draft guidance are submitted on behalf of the 
Pharmaceutical Research and Manufacturers of America (PhRMA). PhRMA represents 
the country’s leading research-based pharmaceutical and biotechnology companies, which are 
devoted to inventing medicines that allow patients to lead longer, healthier and more productive 
lives. investing more than $30 billion annually in discovering and developing new medicines, 
PhRMA companies are leading the way in the search for cures. 

PhRMA appreciates the significant effort by the Food and Drug Administration (FDA) in preparing 
this draft guidance. However, we feel that many sections of the document are inconsistent with 
the FDA’s current philosophy of a risk-based, science-based approach to drug regulation. 
PhRMA’s major concerns are over the starting materials section (Attachments I and Ii) and the 
apparent increase in level of detail requested in many sections throughout the guidance. 

To address the starting material issues, PhRMA proposes an alternative approach to selection of 
starting materials. Regarding the increased level of details requested, PhRMA recommends that 
the FDA clarify when listed items are included for the applicant’s consideration and when items 
are expected to be included for most drug substances. This clarification would allow applicants 
to use a science-based, risk-based approach to determine the amount and level of detail of 
information provided in the various chemistry, manufacturing and controls (CMC) sections 

in addition, PhRMA believes more discussion between industry and the FDA is needed on 
conceptual issues and that a Joint Industry/FDA workshop or meeting on these issues is needed 
prior to a final guidance being issued. 

The following specific comments are given for consideration in preparing the final guidance. Our 
conceptual concerns are provided in this cover letter while detailed line-by-line comments are 
provided in the attachment table. 

Pharmaceutical Research and Manufacturers of America 
1100 Fifteenth Street, NW, Washington, DC 20005 * Tel: 202-835-3564 FAX: 202-835-3597 0 E-Mail: atil@phrma.org 
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Conceptual Concern #I -Guidance on Selection of Starting Materials (Attachments I and 
II) is overly restrictive, not science-based and should be rewritten. 

PhRMA endorses the FDA position in lines 1691-1694 and in 1727-1733: 

“FDA will consider the justification provided to support a proposed SEA as well as other 
relevant information such as the proposed SM specification and controls on 
manufacturing steps downstream from the proposed SM when evaluating the 
appropriateness of a proposal to designate a chemical as a SM.” 

“These principles are intended to assist an applicant in proposing starting materials at a 
point in the process that ensures: 
1. Sufffcient information is submitted in the application for FDA to evaluate the safety 

‘and quality of the drug substance 
2. Future changes in the manufacture of the SM are unlikely to affect the safety or 

quality of the drug substance” 

Pharmaceutical companies currently have very different starting material (SM) selection 
strategies. All of these different strategies are legitimate and assure product quality when 
supported by data, a strona scientific rationale, and internal aualitv assurance svstems. 
This flexibility regarding starting material selection needs to be retained in any future 
guidance. 

It is PhRMA’s belief that Attachment 1 in the Draft Guidance does not support the stated 
FDA goal of appropriate and justified starting material selection. Further, it is not 
scientifically justified and needs to be substantially reworked for the following reasons: 

0 Absence of the science-based approach currently advocated by the Agency; 
* Absence of the risk-based approach currently advocated by the Agency; 
a Inconsistencies with relevant ICH Guidances (Q7A, Q3A, etc.); and 
(11 Many of the internal quality assurance systems, such as vendor qualification, 

practiced by industry are not referred to in the guidance. 

Selection of SM is a fundamental part of a IrDlistic process control strategy, which assures 
active pharmaceutical ingredient (API) quality. It is the responsibility of the Applicant to 
select the SM using science and risk-based criteria. The Applicant should develop a 
robust SM specification, which together with the use of appropriate analytical 
methodology generates data to support the SM selection. 

PhRMA has the following specific.feedback on the starting material attachments: 

Propinauitv (lines 1740-I 766 & 1907-j 911) 

Some “bond forming” steps, which count towards propinquity, may not result in a 
purge of impurities from the process. Other processing steps, which would not 
count towards propinquity, such as a salt formation, probably WILL result in a 
purge of impurities from the process and will consequently improve quality 
assurance. Therefore, simply counting the number of process steps downstream 
from SM to final intermediate does not assure API quality. What matters is the 
scientific understanding and the design of the process to optimize appropriate 
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purification capability from the SM to,the API, nut the number of intervening 
processing steps. 

Concerns about the risk of introducing unknown impurities which have the 
potential to affect API quality are legitimate. However, this concern should be 
addressed by means other than propinqujty, e-g., by control of unidentified 
impurities in the SM specification, by use of discerning analytical methodology and 
by use of good manufacturing practices (GMP) quality systems such as vendor 
qualification procedures. 

Isolated and Purified (1768-l 773 & 1913-1917) 

The quality of the SM has to be controlled by appropriate acceptance criteria and analytical 
meihodology, described in the SM specification. The use of the term “purified” to describe a SM is 
irrelevant to it’s’ suitability for use. 

On the same basis, the physical form of the SM is also irrelevant to its suitability 
for use. The applicant should therefore have the option to select a SM that is a 
liquid or a solution. 

Carry-Over of Impurities & Specifications (lines t 775-l 797, 1843-l 867 & 1919- 
19fj7) ,L’: 

Current industry practice, consistent with ICH Q3A(R), is that impurities in API 
which originate from SM should be qualified and appropriate specifications should 
be established. This section should be revised to refer to ICHQ3A(R). 

Complex&v of Structure (1799-l 818) 

Analytical methods used to determine SM quality need to be capable of 
distinguishing between potential isomers and analogs of “complex“ SMs. It is the 
applicant’s responsibility to use the most appropriate and best available analytical 
method to do this. Since contemporary analytical technology is able to fully 
characterize complex structures, degree of complexity itself should not be a SM 
selection criterion, 

Attachment 2: Startina Materials of Plant and Animal Oriain 

For a semi-synthetic drug substance, which is manufactured via a multi-step 
chemical synthesis fram a biological source material, a chemical compound 
downstream from the natural source may be an appropriate SM, provided that it is 
stable, well characterized and meets appropriate specifications. It is agreed that 
the origin biological source may need to be identified. 

Startina Material Definition (Glossarv lines 22342239) 
The definition in the Draft Guidance should be replaced with the definition for API 
Starting Material from ICH Q7A. 
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PhRMA proposes the following alternate SM selection and justification principles: 

As stated above, pharmaceutical companies currently have very different SM 
selection strategies, all of which are legitimate and asSure product quality with 
appropriate data and quality systems support. 

As an alternate to the selection and justification criteria in the Draft Guidance, 
PhRMA proposes an alternative approach, which allows flexibility on the part of 
the Applicant while assuring product quality through the use of scientific and risk- 
based considerations outlined below. Simply put, the applicant should be able to 
select and justify an “early” or a “late” SM, but with the implicit, risk-based, 
assumption that late stage SM’s may carry with them an increased risk of 
adversely affecting API quality (e.g. by introduction of unidentified impurities in 

F‘ SM). It is the PhRMA position that these potential risks can be mitigated by 
additional controls, which need to be put in place by the Applicant as a 
consequence of selecting a late stage SM. 

This PhRMA proposal on SM selection and justification is qualitative and requires 
judgment on the part of the applicant and the Agency. It is a framework for 
science and data-driven discussions on SM seiection. It is proposed that these 
discussions take place at the end of phase Ii meeting between the applicant and 
the Agency. 

The following are suggested industry considerations (not requirements) for 
selection and justification of SM’s: 

1. SM is well characterized*; 
2. SM stability is understood; 
3. Appropriate, discriminating analytical methodology is used to determine the 

quality of the SM; 
4. SM specifications are appropriate to assure quality of API; 
5. The impact and effect of SM quality on the API quality is understood and 

controlled; and 
6. Downstream purification steps are recognized with downstream control 

gates (in-process controls) to “build in” and assure API quality during 
manufacture. 

* Note that the physical form of the SM is irrelevant to determine its suitability for 
use. Also, an APi may be an appropriate SM for a new downstream synthesis. 

Additional considerations for “late” SMs include: 
1. SM synthetic route information e.g. flow sheet; 
2. Names and site addresses of qualified SM suppliers; 
3. Post-approval SM changes e.g. new SM supplier, new SM process, will be 

managed and qualified; and 
4. Analytical methodology and specifications will need to be more discerning 

and more discriminating compared to an early-stage SM: 
a. Trend towards “API-like” specifications; 
b. Specification for unknown impurities. 
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PhRMA recognizes that these proposed alternative SM selection and justification 
considerations are significantly different from those proposed.by the Agency in the Draft 
Guidance. PhRMA would therefore welcome the opportunity to meet with the Agency to 
discuss this issue. 

Conceptual Concern # 2 - The increased’ level of detail -‘and amount of information 
requested by the draft guidance as compared to previous guidance and accepted industry 
practices is not consistent with a risk-based, science-based approach to review of CMC 
information. 

The draft guidance appears to increase the level of detail of several sections over 
currently accepted practices. Attachment I provides specific comments on individual lines 
of the guidance where PhRMA considers the increased level of detail requested to be 
unnecessary, unduly burdensome and of little or no added value. 

PhRMA has particular concerns over the Description of the Manufacturing Process and 
Process Controls in Section 5.2.2. This section seems to have dramatic increases in the 
level of detail requested. The draft guidance requests a detailed flow chart in addition to 
a detailed narrative description of the process. Information is requested on all process 
controls (critical and non-critical) and the definition of process controls is extremely broad. 

If all of this information is included with every application the burden on industry and 
reviewers will be significant. In most cases, the increased information requested, for 
example temperature and humidity controls, may not be relevant to a particular 
manufacturing process. 

In addition, the level of detail requested is often inconsistent.with current post-approval 
change guidances. For example, lines 453 and 464 request details on type of equipment 
used in the process whereas BACPAC I; Intermediates in Drug Substance Synthesis 
(BACPAC I), successfully implemented since 2001, would not require reporting of 
changes in equipment prior to the final intermediate. 

BACPAC I acknowledges that many changes prior to the final intermediate have a very 
low risk of adverse impact on the quality of the drug substance. Providing additional 
details on these early process steps in the initial NDA filing on these topics similarly does 
not improve the quality of the drug substance. However, this increased detail does make 
submissions longer and creates additional work for industry and FDA reviewers. 

This draft guidance does include the standard disclaimer that different approaches which 
satisfy the applicable statutes and regulations are acceptable. However, there are no 
clear statements in the text of the guidance supporting an applicant’s use of risk-based, 
science-based evaluation to determine what specific items to include or exclude in a 
particular filing. 

PhRMA feels that these detailed lists of items (e.g. lines 413- 430,448-472 and 507-516) 
create an expectation that all of this information is relevant for every application. This 
does not allow for flexibility to tailor the information provided to the items and level of 
detail needed to facilitate a thorough and efficient review of the process and to establish 
the quality of the drug substance produced by that process. 
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As noted above, PhRMA recommends that additional qualifying language be added 
throughout the document to clarify where specific detailed lists are included for 
consideration and that an applicant can use a risk-based and science-based judgment to 
determine which items are relevant to the process and drug substance being described. 

Conceptual Concern # 3 - Section $2.4 does not provide applicants with sufficient 
flexibility to select and justify “critical” parameters, controls and material tests based on 
science and risk. \ 

PhRMA endorses the definition of “critical” provided in the glossary. This definition 
correctly limits “critical” to those process steps or process controls that must be controlled 
within predetermined limits to ensure that the drug substance meets it specification. 
This definition clearly excludes process controls that are implemented to ensure 
intermediates meet specifications or are controlled to ensure non-quality related aspects 
of the drug substance such as yield. 

However, PhRMA disagrees with the approach of section IV. D - Controls of Critical 
Steps and Intermediates (S.2.4). Lines 768 - 776 state that “all critical operating 
parameters, environmental control, process tests and all tests performed on 
intermediates, postsynthesis materials and unfinished drug substances should be listed 
and their associated numeric ranges, limits, or acceptance criteria should be identified.” 
This paragraph goes on to suggest that applicants should list non-critical tests on 
materials separately to distinguish them from critical tests. 

PhRMA believes that these lines should be deleted and that the applicants should be 
responsible for selecting and justifying the controls, parameters, and material tests that 
are critical to the quality the drug substance. As stated in Lines 778 -787, these critical 
items should be described and justified in Section S.2.4. 

In addition PhRMA feels that the inclusion of the new terms “Postsynthesis Materials” and 
“Unfinished Drug substance” creates confusion and that these terms should be removed. 
The addition of these new terms in lines 838 - 863 coupled with the language in lines 768- 
776 creates a new requirement to file information on testing these late stage materials 
even if they do not impact the quality of the final drug substance. PhRMA acknowledges 
that these terms were an attempt to clarify the various stages of materials after the final 
intermediate but PARMA believes the creation of new terms is unnecessary. 

PhRMA recommends deleting lines 768 - 776 and lines 838 - 863 and rewriting the 
section to clarify that the applicant is responsible for selecting and justifying “critical’ 
parameters, controls and material tests based on the definition of “critical” provided in the 
glossary. 

PhRMA also believes that more discussion is needed between the industry and FDA 
regarding the selection of critical parameters, controls and.materials tests based on 
science and risk. An open exchange of ideas and practical experiences with this issue 
would benefit both industry and FDA. 
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Conceptual Concern # 4 - The examples of reprocessing, reworking and other operations 
are not consistent with ICH Q7A definitions far these oper&ic?ns. 

A definition of reprocessing is not included in the glossary of this guidance. Lines 566 - 
. 570 provide a definition that is consistent with ICH Q7A and allows for repetition of filed 

process steps. However, lines 577-578 state that repetition of multiple reaction steps is 
considered reworking. PhRMA recognizes that repetition of multiple reaction steps is 
generally discouraged but feels that in certain cases it is justifiable scientifically and is 
within the definition of reprocessing. 

Similarly, lines 657 - 661 classify processing material to bring it back into conformance 
with its specification after release as “Other Operations.” PhRMA members feel that if the 
steps taken to return the material to its specification are part of the filed process, this 
should be considered reprocessing. The fact that a Quality Control lab has “released” the 
material should not exclude this from the reprocessing definition. 

With any reprocessing, companies are required under GMPs to ensure that the 
reprocessing is appropriate to correct the problem with the material. For example, if a 
hygroscopic drug substance fails its water content specification after time, it is appropriate 
to dissolve and recrystallize the material according to its filed process. However, a 
company must consider whether potential impurities formed by reaction with the 
increased water content are removed by the filed process and are detected by the 
analytical controls. 

PhRMA members feel that the definition of reprocessing should be consistent with the 
definition used in Q7A. The FDA should not carve out new exceptions to that definition for 
filing purposes as this will, in the long run, generate confusion in both the filing and post- 
approval application phases. Field investigators, who have an opportunity to review 
supporting data and scientific rationale for each reprocessing, should remain responsible 
for assessing companies’ reprocessing practices. 

As stated earlier, PhRMA believes more discussion between industry and the FDA is needed on 
the above conceptual issues and that a Joint Industry/FDA workshop or meeting on these issues 
is needed prior to a final guidance being issued. 

Additional specific and detailed comments are provided in the attached word table. However, we 
have not included any detailed comments on the Starting Material Attachments, as we believe 
these should be rewritten, Please contact me if you need further assistance or have any 
questions regarding these comments. 

Sincerely yours, 

Alice E, Till, Ph.D. 

CC S. Miller; C. Joneckis; D. Bensley 

Attachment 
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